Preparation and characterization of the tryptamine based small molecule SHIP inhibitors 2PIQ (K103) and K149.
N-(4-Oxopentyl) phthalimide 1 1 (1.09 g, 4.72 mmol) and 4-methylthio phenyl hydrazine hydrochloride 2 2 (1.00 g, 5.24 mmol) were dissolved in 20 mL of ethanol. TsOH•H2O (3.97 g, 20.84 mmol) was then added. The reaction mixture was heated to reflux for approximately 16 h. The reaction mixture was then cooled to room temperature and poured into 60 mL of 1 M NaOH. The mixture was then extracted with dichloromethane (3 × 20 mL). The organic extracts were combined, dried over Na2SO4, filtered and concentrated. Purification using silica gel chromatography (40% ethyl acetate/hexanes) provided 1.39 g (84%) of indole 3 as a yellow foam. 
2-[2-(2-Methyl-5-thiomethyl-N-(o-chloro benzyl indol-3-yl)-ethyl]-1H-isoindole-1,3-dione-(2H), 4
Indole 3 (103 mg, 0.293 mmol) was dissolved in 3 mL of acetonitrile. Cesium carbonate (477 mg, 1.465 mmol) was added followed by 2-chlorobenzyl chloride (100 µL, 0.791 mmol). The reaction mixture was then heated to reflux for 24 h. The suspension was then allowed to cool to room temperature, quenched with brine (20 mL), the organic layer separated, and the aqueous layer extracted with DCM (3 × 10 mL). The combined organic extracts were dried with Na 2 SO 4 , filtered, and concentrated. Purification by silica gel chromatography 
2-[1-(2-Chlorobenzyl)-2-methyl-5-(methylmercapto)-1H-3-yl] ethanaminium chloride, K103
Phthalimide 4 (1.168 g, 2.46 mmol) was dissolved in 20 mL methanol. Tetrahydrofuran (10 mL) was added to form a solution. Hydrazine hydrate (85%, 480 µL, 9.84 mmol) was then added and the reaction mixture was heated to reflux. After 3 h the reaction mixture was cooled to room temperature and concentrated. The resulting residue was purified by silica gel chromatography (90% dichloromethane: 9% methanol: 1% ammonium hydroxide). The resulting free amine was then dissolved in 5 mL of diethyl ether. A solution of hydrogen chloride in diethyl ether (2 M, 5.82 mmol, 2.9 mL) was then
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Oncotarget 2 www.impactjournals.com/oncotarget added, and an off-white precipitate formed. The reaction mixture was allowed to stand for 20 minutes and then concentrated. Recrystallization from methanol gave 587 mg (53%) of K103 as an off-white powder. 
2-[2-(2-Methyl-5-thiomethyl-N-(2,4-dichloro benzyl indol-3-yl)-ethyl]-1H-isoindole-1,3-dione-(2H), 5
Tryptamine 3 (7.88 g, 22.51 mmol) was dissolved in 90 mL acetonitrile. 2,4-Dichlorobenzylchloride (6.3 mL, 45.02 mmol) and cesium carbonate (36.5 g, 112.57 mmol) were then added. The resulting mixture was heated to reflux for 2 hrs. The reaction mixture was cooled to room temperature and then filtered. The filtrate obtained was concentrated under reduced pressure to afford the crude product, which was then purified by silica gel column chromatography using 15% ethyl acetate/85% hexanes to yield 5.22 g (46%) of protected tryptamine 5 as a yellow foam. 2-[1-(2,4-Dichlorobenzyl)-2-methyl-5-(methylmercapto)-1H-3-yl] 
ethanaminium chloride, K149
Phthalimide 5 (5.22 g, 10.25 mmol) was dissolved in 102 mL ethanol. Hydrazine monohydrate (2.50 mL, 51.27 mmol) was added and the resulting mixture was heated to reflux for 18 h. The reaction mixture was cooled to room temperature and a precipitate formed which was removed by filtration. The filtrate was concentrated in vacuo and then purified using silica gel chromatography (1% triethylamine/1.5% methanol/97.5% DCM) to give the free amine as a white powder. The amine was then dissolved in a mixture of diethyl ether and methanol (10:1) and HCl gas was bubbled through the mixture for ~20 min. The resulting precipitate was filtered and washed with diethyl ether to afford 1.05 g (25%) of K149 as a tan powder. Supplementary Video S1-S4: Downmodulation of SHIP2 results in reduced migration. Time-lapse movies (images taken every 12 min) of cell migration in CACO-2 (S1-S2) and HCT116 (S3-S4) control and knockdown cells. SHIP2 knockdown cells migrate significantly less as compared to control cells. The impairment of the directional movement is even more pronounced.
